INTRODUCTION
============

Chloramphenicol has been the antibiotic of choice for patients with typhoid fever for more than 30 years, although ampicillin and cotrimoxazole have been introduced as alternatives, they have side effects, and disadvantages of frequent administration and long duration of treatment similar to chloramphenicol therapy.

Reports on the usefulness of cephalosporin antibiotics (cefazolin, cefamandole, cefotaxime, etc.) in the treatment of salmonella bacteremia have been inconclusive^[@b1-kjim-2-1-90-15]--[@b3-kjim-2-1-90-15]^. The purpose of this study was to determine whether the treatment of typhoid fever with a single dose of ceftriaxone, given for one or two days, is effective.

MATERIALS AND METHODS
=====================

During a one-year period from February, 1984, to February, 1985, twenty patients, 9 males and 11 females, ranging from 20 to 61 years of age were studied. In every case, the clinical features were compatible with typhoid fever and the diagnosis was confirmed by isolating salmonella typhi from blood. None of the patients had any specific underlying diseases or abnormal renal function. Ceftriaxone (F. Hoffmann-La Roche Inc.) was administered by bolus injection to all patients as shown in [Table 1](#t1-kjim-2-1-90-15){ref-type="table"}. Blood cultrues were repeated every other day until the patients were discharged from the hospital. Tests for monitoring possible drug toxicity included the white blood cell count and differential, creatinine, bilirubin, liver function enzymes, and urinalysis. Laboratory tests were performed before the beginning of therapy and after discontinuation of therapy.

RESULTS
=======

[Table 1](#t1-kjim-2-1-90-15){ref-type="table"} shows the different dose and duration schedules of ceftriaxone which was administered on a graduated varying basis, and the days of defervescence.

The results were satisfactory except in two cases, the ones who had a single dose of 4 g for one day administered. Bacteremia cleared within one day after treatment in all patients. In seventeen cases, stool cultures became negative within 7 days, however, in three, within 14 days.

Untoward reactions were mild. The elevation of SGOT developed in three cases, however, the authors were not able to determine whether this was directly related to ceftriaxone or not. Nausea during injection was noticed in two cases.

Pruritus, diarrhea, or flushing of face were observed in each one case respectively.

DISCUSSION
==========

Ceftriaxone, a new parenteral cepalosporin, has some properties which may make it particularly useful in the treatment of typhoid fever.

First, it has excellent in-vitro activity against most clinical isolates of *Salmonella* spp.^[@b4-kjim-2-1-90-15]^, and also superiority over ampicillin and other cephalosporin in experimental *Salmonella typhimurium* infection.

Second, it has a high level of biliary excretion. Increased biliary excretion is desirable in the treatment of typhoid fever, because the gallbladder contains a large number of bacilli and excretes them even in the acute stage. The gallbladder also becomes a source of the organisms in chronic carriers. In addition, it possesses a long serum half life which permits single dose therapy in an inpatient or outpatient setting.

Initially, the authors evaluated a single dose of 2 g for three, days in two cases: the results were excellent. However, a single dose of 2 g for two days failed in one case. So, the single dose of 3 g for two days was evaluated in twelve cases. The fever subsided within four days in nine cases and within six days in three cases ([Fig. 1](#f1-kjim-2-1-90-15){ref-type="fig"}). Although the single dose of 3 g for one day was successful in one case, the dose was increased to 4 g in four cases, with satisfactory responses being achieved in three cases ([Fig. 2](#f2-kjim-2-1-90-15){ref-type="fig"}). It has been suggested that endogenous pyrogens released by local inflammatory effects of *Salmonella typhi* endotoxin may sustain the pyrexia in typhoid fever. It dosen't seem likely that persistent high fever should be always related to the organisms in the blood.

According to our previous study, bacteremia cleared within one day after intravenous injection of ampicillin or chloramphenicol in almost all cases.

In this study, also bacteremia cleared within one day after treatment in all cases.

It is interesting the results were excellent inspite of the withdrawal of antibiotics during the persistent fever.

It is interesting that the results were excellent inspite of the withdrawal of antibiotics during the persistent fever.

Stool cultures became negative within 14 days in all cases, but follow-up cultures for the evaluation of chronic carriers could not be obtained.

There was no clinical evidence of relapse within eight weeks.

In conclusion, this study gives support for the clinical efficacy of ceftriaxone as a single dose of 3--4 g for one or two days, although these regimen might be suitable for the treatment of patients with typhoid fever on an outpatient basis, especially in developing countries where there may be difficulties in admission.

It would be reasonable to carry out clinical trials to assess the optimal duration of treatment in other bacterial infectious diseases in normal host.

![The effect of ceftriaxone in a patient who was given a single dose of 3g for two days.](kjim-2-1-90-15f1){#f1-kjim-2-1-90-15}

![The effect of ceftriaxone in a patient who was given a single dose of 4g for one day.](kjim-2-1-90-15f2){#f2-kjim-2-1-90-15}

###### 

Days of Defervescence after Treatment with Ceftriaxone

  Dose    Duration (days)   Number evaluated   Days of defervescence               
  ------- ----------------- ------------------ ----------------------- --- --- --- ---
  2g qd   3                 2                                          2           
  2g qd   2                 1                                                      1
  3g qd   2                 12                 4                       5   2   1   
  3g qd   1                 1                                          1           
  4g qd   1                 4                  2                       1           1
                                                                                   
                            20                 6                       9   2   1   2

[^1]: This work was presented in part at the 14th International Congress of Chemotherapy, held in Kyoto, Japan, 23--28 June 1985
